The advent of recombinant DNA technology has made possible presymptomatic and prenatal detection of many inherited disorders, including Huntington's disease (HD), 1-3 by using linked genetic markers (restriction fragment length polymorphisms, RFLPs).' In the absence of a cure or even effective therapeutic intervention, the test places a tremendous emotional burden on the persons being tested and their families2 3 5 6 and poses several legal and ethical dilemmas for society at large.7-13 Clinical trials are in progress in several medical centres to assess the impact of presymptomatic testing of HD in a carefully selected and monitored group of subjects. The HD testing protocol implemented by a multidisciplinary group of geneticists, neurologists,
from the father. In the latter case, the linkage test would be uninformative for the unaffected brother. Minimally, the affected parent must be heterozygous for the marker locus, otherwise it is not possible to determine linkage phase. In the absence of linkage disequilibrium between the HD and D4S10 loci, the a priori probability that an affected subject will be heterozygous for D4S10 depends on the allele frequencies in the general population. Keeping the marker and pedigree information constant (see fig 5) . the probability that the consultand is a carrier for HD varies substantially depending upon the familial mean age of onset and sex of the affected parent.
*Liability class (Ln) for the unaffected offspring in analyses I to 6 were derived from Many persons who have requested the presymptomatic test have been diagnosed by subsequent routine neurological evaluation. Because the onset of the disease may be a time of emotional crisis, it is particularly important to make the clinical diagnosis so that medical treatment can be initiated. Therefore, the genetic test programme should include neurological assessment of persons requesting the test.
Examples
In practice every family structure is unique and relationships among members are unpredictable.
The following examples, which re resent a composite of several real pedigrees,p emphasise the complexity of predictive testing in HD.
EXAMPLE 1
The initial samples collected and analysed in this pedigree ( fig 6) were those from the test subject, his parents, and the unaffected maternal aunt and uncle. Linkage analysis revealed all four grandparental haplotypes and the inferred phase for the unaffected uncle was A2/GI/H2-A2/G2/Hl. Left unchallenged, this interpretation would have resulted in designating the consultand as a probable gene carrier. However, the sample from the affected aunt showed that the HD gene is more likely to be segregating with the haplotype A2/G2/H1 and, barring a crossover event, the unaffected maternal aunt carries the HD gene. Furthermore 
